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Title compds. I [T, = bond, alkylene; Rl = H, alkyl, aryl, etc.; R2-*2» 
= H, alkyl, aryl, etc . ; R3 = H, alkyl, aryl, etc.; R4 = H, alkyl, 
carboxyalkyl , etc.; R5 = H, alkyl, aryl, etc.] are prepared For instance, 
(R) -N- (3-aminopropyl) -N- [1- (4 -benzyl- 1-methyl- 5-oxo-4 , 5-dihydro-lH- 
[1, 2 , 4] triazol-3-yl) -2-methylpropyl] -4-methylbenzamide .(II) is prepared in 
steps from Cbz-D-valine . I are useful for treating cellular proliferative 
diseases and disorders by modulating the activity of KSP. 
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Tl Fused pyrasole derivativea as cardiovascular agents, their preparation. 

pharmaceutical compos it ions, and use in therapy 
IN schiroK, Harcmut; Griebenow, Nils; Fuerstner, Chantali MittendorC, 

Joachim; scasch, Johannes -Peter; Hunder, Frank; Schlemmer, Karl-Heinzf 

Heitmeier, Stefan* stoll, Friederike 
PA Bayer Healthcare AG, Germany 
so PCT Int. Appl., 120pp. 
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STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY • AVAILABLE VIA OFFLINE PRINT * 

iB The invention relates to fused pyrazole derivs. of general formula I, which 
are active as cardiovascular agents. In compds. I, Rl is (un) substituted Ph, 
(un) substituted pyridinyl, (un) substituted furyl, (un) substituted thienyl, 
(un) substituted thiazolyl, (un) substituted oxazolyl, (un) substituted 
isothiazolyl, or (un) substituted isoxazolyl; R2 is oxadiazolinone, 
oxadiazolinethione, thiadiazolinone, (un) substituted triazolinone, or 
(un) substituted imidazolinone; X is cm, c(R3), or N; Y is CH, C(R3) , or N, 
provided chat Y is N only if X is also N; n is 0, 1, or 2; and each R3 is 
independently selected from halo, cyano, Cl-4 alkyl, trif luoromethyl, amino, 
CI -4 alkoxy, and trif luoromethoxy ; including salts, solvates, and solvates of 
salts thereof. The invention also relates to the preparation of I, 
pharmaceutical compns. comprising a compound I together with a 
pharmaceutical ly acceptable adjuvant, optionally in combination with an addnl. 
active agent, as well as to the use of the compns. for the treatment of 
cardiovascular diseases. Heterocycllzation of 2-f luoropyridine with Bt 
trifluoroacetate and hydrazine hydrate followed by condensation with ammonia 
and substitution of 2'f luorobenzyl. bronide resulted in the Conaation of 
pyrazolopyridine II, which underwent addition of hydroxylamine hydrochloride, 
condensation with N,N' -thiocarbonyldl imidazole, and rearrangement to give 
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thiadiazolinone III. The compds. of the invention were found to express 
vasorelaxant activity, e.g., compound III expressed an IC50 value of 0.45 m 
IT S-SftOiO-ai-CP, 4- (2.4-Dimethoxybenzyl} -5- [l- (2-f luorobenzyl) - IH- 
pyrazolol3.4-b}pyridin-3-yll-2,4-dihydro-3H-l,2,4-trlazol-3-one 
#f60lo-3i-7p, 4- (2.4-DiBethoxybenzyl) -5- U- {2-f luorobenzyl) - IH- 
pyrazoloI3,4-blpyridln-3-ylI .2-methyl -2,4-dihydro-3H-l. 2,4-triazol-3-one 
!>i«-Sf.ilC"f».i-flP, 4- (2,4-Dimethoxybenzyl) -2-ethyl-5- |l- (2- 

f luorobenzyl) -IH-pyrazolo [3, 4-b)pyridin-3-yl) - 2, 4-dihydro- 3H- 1 , 2 , 4 -triazol- 

3- one 556C11-02--P, 4- (2,4-Dimethoxybenzyl) -5- (1- (2- 

f luorobenzyl) -IH-pyrazolo [3.4- bjpyridin- 3 -yl] - 2- propyl -2, 4-dihydro- 3H- 
1, 2,4-triazol-3-one f-'ifioii-o.l-sp, 4- (2 , 4-Dimethoxybenzyl) -s- (i- 
(2- f luorobenzyl) - iH-pyrazolo (3 , 4 -b] pyridin-3-yl) -2- isobutyl - 2, 4 -dihydro-3H- 
i,2,4-triazol-3-one irSoOli- 04-4P, 4- (2,4-DiTOethoxybenzyl) -5- U- 
(2-f luorobenzyl) -IH-pyrazolo [3, 4 -blpyridin- 3 -yl] -2- isopropyl -2,4 -dihydro- 
3H-l,2,4-triazol-3-one 9S4tHi-as f.P, 4 - (2,4-Dimethoxybcn2yl) -5- 
tl - (2-f luorobenzyl) -lH-pyrazolol3 ,4-b} pyridin-3-yl] -2- (2-f luoroethyl) -2,4- 
d i hy d r o - 3 H - 1 , 2 , 4 - 1 r i a z o 1 - 3 - o n e 9 « <; i 1 - ■ i i - o i ' . 

2- (2,2-Dif luoroethyl) -4- (2, 4 -dime thoxybenzyl) -5- U- (2- f luorobenzyl )- IH- 
pyrazolo (3 ,4-b)pyridin-3-yl) -2 ,4 -dihydro- 3H- i , 2, 4- t riazol- 3-one 
-07- 4 - (2 , 4 - Dime thoxybenzyl ) - 5- (1 - ( 2 - f 1 uorobenzyl ) - IH- 
pyrazolo{3 ,4-b) pyridin-3 yl] -2- ( 2 , 2 , 2- tr i f luoroethyl) -2 , 4-dihydro- 3H- 1 , 2. 4 - 
triazol-3-one ''itoii -os vt\ 4- (2 , 4 -Dimethoxybenzyl ) -5- [l- 12- 
f luorobenzyl) -IH-pyrazolo (3, 4-b) pyridin-3 -ylj -2- (2-hydroxyethyl) -2,4- 
dihydro-3H-^ ,2,4-triazol-3-one SSC-Oil'Otf-fP, 

4- (2,4-Dimethoxybenzyl)-5- [1- (2-f luorobenzyl) -lH-pyrazolo|3, 4-b]pyridin-3- 
yl) -2- (3-hydroxypropyl) -2,4-dihydro-3H-l ,2, 4-triazol-3-one 

'JiSfJOll-i:- 4- (2,4-Ditnethoxybenzyl) - 5- (l- (2- f luorobenzyl) -IH- 
pyrazolo {3 , 4-b) pyridin-3-yl] •2- (3- (morpholin-4 -yl ) propyl ) -2, 4 -dihydro-3H- 
1, 2,4-triazol-3-one it5«"ii- II- 3P, 3-14- (2, 4-Dimethoxybenzyl) - 3- 
{1- (2-f luorobenzyl) - IH-pyrazolo (3 , 4 -b] pyridin-3-yll -5-0x0-4 , 5-dihydro- IH- 
1,2,4-triazol-l-yl) propanenitrile 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of fused pyrazole derivs. as cardiovascular 
agents ) 
RN 956010-91-6 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 4- I (2,4-dioethoxyphenyl)«ethylJ -5- [l- [(2- 

fluorophenyl)methylJ-lH-pyrazolo (3, 4-bJpyridin-3-yl] -2, 4-dihydro- (CA 
INDEX NAME) 




10529634 3 of 35 

RN 956010-92-7 CAPLUS 

CN 3H-i,2.4-Triazol-3-one, 4- ( (2,4-dimethoxyphenyl)methyl)-S- U- I (2- 

fluorophenyl) methyl) - iH-pyrazolo [3 ,4-b] pyridin-3-yl| -2,4-dihydro-a-methyl- 

(CA INDEX NAME) 
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RN 956011-03-3 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 4- [ (2,4-dimethoxyphenyl)methyl] -5- (1- 1(2- 

fluorophenyDnethyl) -IH-pyrazolo (3, 4-b| pyridin-3 -yl] -a, 4-dihydro- 2- (2- 
methylpropyl) - (CA INDEX NAME) 



RN 956010-93-8 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 4- ( (2,4-dimethoxyphenyl)methyl] •2-ethyl-5- (1- ( (2- 
fluorophenyl) methyl] -IH-pyrazolo [3, 4-b] pyridin-3-yl) -2, 4-dihydro- {CA 
INDEX NAME) 





RN 956011-04-4 CAPLUS 

CN 3H-l,2,4-Triazol-3-ona, 4-l{2,4-dimethoxyphenyl)iBethyl) -5- [1-1(2- 

fluorophenyl) methyl] -lH-pyrazolo[3.4-b]pyridin-3-yl| -3. 4 -dihydro- 2- (J- 
methylethyl)- (CA INDEX NAME) 



RN 956011-02-2 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 4- ( (2 , 4-dimethoxyphenyl) methyl] - 5- U- ( (2- 

f luorophenyl) methyl) -IH-pyrazolo (3, 4 -blpyridin- 3 -yl) -2, 4 -dihydro- 2 -propyl - 
(CA INDEX NAME) 
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RN 956011-05-5 CAPLUS 

CN 3H-1 , 2,4-Tr iazol-3-one, 4- [ (2 , 4 - dimethoxyphenyl )methyl] -2- (2- f luoroethyl) - 
S- [1- [ (2- fluorophenyl) methyl] -lH-pyrazolol3.4-blpyri(Jin-3-yl] -2 , 4-dihydro- 
(CA INDEX NAME) 




,CH2— CH2F 



RN 956011-Oe-e CAPL.U5 

CN 3H-1 .2,4-Triazol-3-one, 2 - ( 2 , 2 - di t luoroet hy 1 ) -4 - I (2 , 4 - 

rtiraechoxypheny 1) ttiechy 1 1-5-11-1(2-1 luotophenyDoieLhyll - lH-pyrazo]a[3, 4' 
t)l py lidin- 3 -yl | - 2, 4 -dihydro- (CA 'index NAME) 
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RN 9S6011-Q9-9 CAPLUS 

CN 3H-1 ,2.4-Triazol-a-one, 4- 1 {2,4-dimechoxyphenyl)methylJ -5- [l- |^2- 
t luorophenyl }methyl I - 1 H-pyraxolo (3 , 4 -bl pyt'idln-3-yl] -2.4 -dinydro-2- C3- 
hydioxypropyl) - (CA INDEX NAME) 




RN 9560 11 -ID- 2 CAPLUS 

CN 3H-l,2,4-Triazol-3-one. 4- [ (2,4-dimethoxyphenyl)mechyl] -S- (i- ( (2- 

fluorophenyl )«ethyl] -lH-pyrazolol3.4-b]pyiridin-3-yll -2,4-dihydro-2- 13- (4- 
morphol inyl> propyl! - (CA INDEX NAME) 




RN 956011-07-7 CAPLUS 

CN 3H-i<2,4-Triazol-3-one, 4- t (2, 4-dimethoxyphenyl) methyl) -S- [1- 1(2- 

fluorophenyDmathylJ -lH-pyrazolo[3,4-b] pyridin-3-ylJ • 2, 4 -dihydro-2- (2,2,2- 
trifluoroechyl)- (CA INDEX NAME] 




RN 956011-08-8 CAPLUS 

CN 3H-1 , 2,4-Triazol-3-one, 4- | (2,4-dimethoxyphenyl)iDethyll - 5- [1- t (2- 

fluorophenyl) methyl] - iH-pyrazolo (3 , 4-bJ pyrldin-3-yll -2, -4 -dihydro-2- (2- 
hydroxyethyl) - (CA INDEX NAME) 
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RN 956011-11-3 CAPLUS 

CN lH-1.2,4-Trlazole-l-prapanenitrile, 4- 1 (2,4-dimethoxyphonyl)inethyl] -3-*[l- 

[(2-f luorophenyDraethyll -lH-pyrazolot3 ,4-bJ pyri.din-3-yl 1 -4 . B-dihydro-S-oxo- 
tCA INDEX NAME) 
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TI Preparation of pyrazole derivatives that modulate the activity of CDK, GSK 
and aurora kinases 

IN Berdinl, Valerio; O'Brien, Michael Alistair; Carr, Maria Grazia; Davies. 
Nicholas Gareth Morae; Gill, Adrian Liam,- Navarro, Eva Figueroa; Howard, 
Steven; Trewarcha, Gary; woodhead, Andrew James; Hoolford, Alison Jo-Anne.- 
Hyact, Paul Graham 

PA Aacex Therapeutics Limited. UK 

SO PCT Int. Appl., 200 pp. 
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Title coRipds. I {Rl « <un} substituted heterocyclic group having at least one 
atom selected from N, o or S; R2 > H. halo. al)ioxy, etc.; R3 - (un) substituted 
carbocycle and heterocycle or hydrocarbyl group; A - bond or Y<B)n; Y - bond 
or alkylene chain of 1-3 carbon atoms in length; B - CO, NHCO. OCO, etc.; n - 
0 or 11 , and their salts or Cautoniers or N-oxides or solvates thereof, are 
prepared and disclosed as modulators of CDK, gsk and aurora kinases. Thus, 
e.g., II was prepared by cyclocondensation of 3'dimethylamino-l>pyridin>3- 
ylpropenone with hydrazine to form the pyrazole moiety which was nitrated, 
reduced, and amidated with 2,6-dif luorobenzoic acid. Compds. of the invention 
were assayed against CDKl and CDK2, e.g., II demonstrated IC50 values of less 
than i^M against CDKi and CDK2 activity. Addnl. bioassays were described. 

3v6<o-;- --ir, 2, 6-Dif luoro-N- (3- (4- (4 -methoxybenzyl) -5-oxo-4, 5- 

dihydro-lH- (1 , 2, 4 ) triazol- 3 -yl] - lH-pyrazol-4-yllbenzamide 

3v64t.7- 0:i6<i67 5? & Jffc.'.f - 74- ? P 

?:-£46"»-'»9-0P 3Sc4d7~TS-lP '3i>is4S7- SO--i P 

RLs RCT (Reactant); spn {synthetic preparation)/ PREP (Preparation); RACT 
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(Reactant or reagent) 

(preparation of pyrasole derivs. that modulate the activity of CDK. GSK i 
aurora kinases) 
RN a 96467- 56 -4 CAPLUS 

CM Benzanide, N- (3- |4,5-dihydro-4- t {4 -methoxyphenyl ) methyl I -S-oxo-lH- 1.2.4 • 
triazol-3-yl)-lH-pyrazol-4-yl) -2,6-difluoro- (CA INDEX NAME) 



RH 896467-72-4 CAPLUS 

CN 3H-l,2.4-Triazol-3-one, 2,4-dihydro-4- ( (4 -niethoxyphenyl) methyl] -2- (l- 
nethylethyl) -5- (4-nitro-l- (tetrahydro-2H-pyran-2-yl) -lH-pyraiol-3-yU - 
(CA INDEX NAME) 



O2N 



896467-73-5 CAPLUS 

3H-l,2.4-Triazol-3-one, 5- [4<a)nlno- 1- (tetrahydro*2H-pyran-2-yl) -iH-pyrazol- 
3-yl] -2,4-dihydro-4- [ (4 -methoxyphenyl) methyl) -2- (l>methylechyl) - (CA 
INDEX NAME) 



II of 35 



H2H 



RH B96467-76-S CAPLUS 

CN 3H-i,2,4-Triazol-3-one, 2, 4 -dihydro-4- I (4 -methoxyphenyl) methyl) -S- [i- I(4- 
methoxyphenyl)methyl] '4-nitro-lH-pyrazol-3-yl] - (CA INDEX NAME) 



OMe 

h 



RN 896467-78-0 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 2 , 4-dihydro-4- ( (4 -methoxyphenyl) methyl] -5- (1- t(4- 
methoxyphenyDmethyl} -4-nltro-lH-pyrazol-3-yll -2-roethyl- (CA INDEX NAME) 



02N 



I:h2 

3 



896467-80- 4 CAPLUS 

Benzainide. 5-chloro-N- 13- [4, 5-dlhydro-4- ( (4-methoxyphenyl)methyl] -l-nethyl* 
s-oxo-lH-1 ,2,4-criazol-3-yl] -1- ({4-methoxyphenyl)methylI -lH-pyrazol-4-ylJ - 
2-methOxy- (CA INDEX NAME) 



tie 



896467-83-7 CAPLUS 

3K-1, 2,4-Triazol-3-one, 2,4-dihydro-4- [ (4 •nethoxyphenyl) methyl! -5- (i- [ (4- 
methoxyphenyl) methyl] -4-nitro-lH-pyrazol-3-ylJ-2- (2- (4-morpholinyl)ethyl] - 
(CA INDEX NAME) 



RN 6 96467-79- I CAPLUS 

CN 3H-l,2,4-Trlazol-3-one. S- [4-amino>l- [ (4 -methoxyphenyl) methyl] - iH-pyrazol- 
3-yl)-2,4-dihydro-4-{(4-methoxyphenyl)methyl)-2-methyl- (CA index name) 
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l4or3S 



02N 



RN e96467>e-)-B CAPLUS 

CN 3H-1 , 2,4-Tr iasol -3-one, 5- 14-amino-l- ( i4-inethoxyphenylJmethyl] - IH-pyrasol- 
i-y\\ - 2,4 -dihydro-4 - [ (4-inethoxypnenyt|mectiyIl -2- [2- |4<morpnolinyl}eLhyI] - 
(CA INDEX NAME) 



r-'^w — cH2~cHa — tr^ 



RN 8 96467-86-9 CAPLUS 

CN Benzaraide. S-chloro-N-[3 - (4 , S-dihydro-4 - ( (4 -meChoxyphenyl) methyl) -1- {2- (4- 
morpholinyDechyl] •5-oxo-lH-l,2,4-t:ria2ol-3-yl) -i> [(4- 
methoxyphenyDfflethyl] •lH-pyrazol-4-yl] -2-inethoxy- (CA INDEX NAME) 
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AB Tide compds. [1; "Thereby the residue NHC!Y)NHR2 is bonded to the aromatic in 
the position 2, 3, 5, or 6; X < NR6, CR1R4; Y » O. S; R2 a cycloalkyl. 
(substituted} aryl; R3- H, (substituted) alkyl; RS - H, halo, OH. alkoxy. 
amino, alkylamino, alkyl ; Rl > (substituted} alkyl. aryl; R4 = (substituted) 
alkyl, aryl; or R1R4 = (substituted) cycloalkyl; R6 ■ aryl, (substituted) 
cycloalkyl. alkyl), were prepared Thus, 4-chloro-3- fluorophenyl isocyanate 
was treated with a solution of 5- (3-aniinophenyl) -4,4- dimethyl-2,4-dihydro-3H- 
pyrazol - 3 -one (preparation given) in AcOEt and TMF followed by Stirring over 
night at room temperature to give 90V N- (3 -chloro-4 - fluorophenyl) -N' - [3- (4 , 4- 
dimethyl-5-oxo-4,5-dihydro-iH- pyrazol - 3 -yl) phenyl) urea. The latter inhibited 
huBtan cytomegalovirus (HCKV) with EC50 - 0.4 nM. 

IT •.f;>--4S -7'.' J? Sti»-34-;-7¥.4f< S »j5 34 i - *! V - 'ii- 
l<'"V.-,45j- 60 - 3P 

RL: PAC (Pharmacological activity); spn (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; prep (Preparation) ; uses 

(Usea) 

(preparation of (pyrazolylphenyl) ureas and (triazolylphenyDureas as 
antiviral agents for treatment of cytomegalovirus) 
RN 569345-77-3 CAPLUS 

CN Urea, N- (3-chlorophenyl) -N- - (3- I4, 5-dihydro- 5-oxo-4- (1-phenylethyl) -lH- 
l , 2.4 - triazol-3 -y 1) phenyl] - (CA INDEX NAME) 




RN 5 6 9345-78-4 CAPLUS 

CN Urea, N- {3-chlora'4-f luorophonyl) -N< - (3- (4 , 5-dlhydro-s-oxo-4- (i- 
phenylethyl }-lH- 1,2. 4 -tr iasol -3 -yl] phenyl] - <CA INDEX NAME} 
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RN 569345-80-8 CAPLUS 

CN Urea, N- [3- [4 , 5 -dihydro- 5 -oxo- 4 - ( 1 -pheny lethyl ) - IH- 1. 2 , 4 -triazol-3 - 
yllphenyl] -N'- (3-fluorophenyl) - (CA INDEX NAME) 




IT 5^??4f-57-r»P 

RL: RCT Ueactant); SPH (Synthetic preparation); PREP (Preparation); RACT 
(Reaccant or reagent) 

(preparation of (pyrazolylphenyl] ureas and (triasolylphenyl) ureas as 

antiviral agents for treatment of cytomegalovirus) 

RN 56934 5-57-9 CAPLUS 

CN 3H-i,2.4-Triazol-3-one, 5- (S-aminophanyl) -2,4-dihydro-4- (1-phenylethyl) - 

(CA INDEX NAME) 




RN 569346 79-5 CAPLUS 

CN Urea. N- (4-chloro-2-iiiethylphenyl)-N'- (3- 14 , 5-dihydro-5-oxo-4- tl- 
pnenylethyU-lH-l,2.4-triazol-3-yl]phenyl] - (CA INDEX NAME) 
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DT Journal 
LA English 

OS CASREACT 139:117370 

AB By the reaction of hydrazide of 3-»ethYl-5-thioxo-4, s-dihydro- lH-l,2,4- 

triasole-4 -acetic acid {l) with isocyanateB, 3>nethyl-5<thioxo- 4,5-dihydro- 
lH>l,2,4-triazole-4-acetOflemicarbazide derivs. a ware obtained, cyclization 
of these conpds. In the presence of 2% HaOH led to the formation of 4.5- 
dihydro-iH-i,2,4-trlazol-S-one derive. 3, which was confirmed by x-ray anal, 
of 3b. 

IT £j'.O.01.:5-'n-- Si' .'•.''•l';:.4-03-'!p 

RL: SPN {Synthecic preparation); prep (Preparation) 

(cyclization of semicarbazide derivs. of nethylthloxodihydrotriazole 
acetic acid) 
RN S6 1013 -99-8 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, S- ( <1.5-dihydro-3-methyl-S-thioxo-4H-l,2,4-triazol- 
4-yl)inethyl] -2,4-dihydro-4-(phenylmethyl)- (CA INDEX NAME) 



LA English 

OS CASREACT 13 9:85282 

AB In the reaction of hydrazide of 1,3-diphenyl-l ,2,4-tria^olin-5-thio^e-4- 
acetic acid with isocyanates, semicarbazide derivs. of l,3-diphenyl-l,2,4- 
triazolin-5-thione-4-acetic acid [l-x] trare obtained, cyclization of these 
compda. in the presence of 2% NaOH led to the formation of derivs. of 1.2,4- 

triazolin- S-one (XI-XX) . 
IT 55Jf;S3-3«-2P !:-<j3653-9fj-4P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation) t 
BIOL (Biological Btudy) / PREP (Preparation) 

(cyclization of semicarbazide derivs. of 1, 3-diphenyl-l ,2 , 4-triazolin•5- 
thione•4-acecic acid) 
RN 553653-84-2 CAPLUS 

CN 3H-l,2,4-Triazol-3-ona, 5-{(l,5-dihydro-l,3-diphenyl-5-thioxo-4H-i,2,4- 
triazol-4-yl)methyl] -2,4-dihydro-4-(phenylnethyl)- (CA index name) 




RH 561014-03-7 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, S- ( (l,5-dihydro-3-nethyl-5-thioxo-4H-l,3,4-triazol- 
4-yl)nethyl) •2,4-dihydro-4- (1-phenylethyl)- {CA IKDBX NAME) 
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RN 553653-86-4 CAPLUS 

CN 3H-l,2,4-Triasol-3-one. 5- I (l, s-dlhydro-l, 3-dlphenyl -5-thioxo-4H-l .2.4- 
triazol-4-yl)methyl] -2.4-dihydro-4- tl-phenylethyl) - {CA INDEX NAME) 
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AB In the reaction of oxalic acid hydrazide with isocyanates. new derivs. 
RNHCONHHHCOCONHNHCONHR [R ■ (un) subst ituted Ph, cyclohexyl, etc.j of 
semicarbazide were obtained. Cyclization of these derivs. with an aqueous 2« 
sodium hydroxide led to formation of new derivs. of A2-l,2,4- triazolin-5-one. 

IT 4<A>2T-i^'4T 444T:,7-i9-SP - ^2- 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of triazollnones by cyclization of acylated oxalic acid 
sernicarbazides) 

RN 444327-48-4 CAPLUS 

CN (3,3 '-Si- IH- 1.2,4 -triazole) -5,5 • (4H,4 'H)-dione, 4,4 • -bis (phenylmethyl) - 
(9CI) (CA INDEX NAME) 



CH2— Ph 




RN 444327-49-5 CAPLUS 

CN l3,3'-Bi-lH-l,2,4-triazale!-S.5' <4H,4'H)-dione. 4 ,4 ' -bis (1-phenylethyl) - 
(SCI) (CA INDEX NAME) 



Ph 
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AB The reaction of 4-phenyl-3- (2-pyridyl) -l, 2, 4-triazoline-5-one with l-bro(no-3- 
chloropropane gives the 1- (3 -chloropropyl) derivative which reacted with 
secondary amines or with ethylenediamine to give the aainopropyl analogs. The 
ethylenediamine derivative was cyclized with CS2 to give the imidazolylpropyl 
derivative 
IT l&513i?-6»-t? 195;3»--S-1P 

RL: SPN (Synthetic preparation); PREP (Preparation] 
(preparation of aninopropyltriazolinone derivs.) 

RN 195139-G9-6 CAPLUS 

CN 3H-l,2,4-Triazol-3-one, 2,4-dihydro-4-phenyl-S- (2-pyridinyl) -2- (3- (IH- 
l,2,4-triazol-l-yl)propyl] - (CA INDEX namS) 




444327-52-0 CAPLUS 

(3,3 '-Bi-iH-l,2,4-triazole}-5.5-.{4M,4>H)-dione, 4,4 ' -dibenzoyl- (9CI) 

INDEX NAME) 
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3H-1.2,4-Triazol-3-one, 2,4-dihydro-4-phenyl-5- (2-pyridinyl) -3- (3- (2- 
thioxo-l-imidazolidinyl)propyl) - (CA INDEX NAME) 



l^^lii— ^"Ni (CH2) J li^HI 
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MARPAT 126:152804 

A combination therapy is disclosed which comprises a therapeutically- 
effective amount of an epoxy-free spirolactone- type aldosterone receptor 
antagonist and a therapeucically-ef fective amount of an angiotensin ii 
receptor antagonist for treatment of circulatory disorders, including 
cardiovascular disorders, e.g. hypertension and congestive heart failure. 
Preferred angiotensin II receptor antagonists are those compds . having high 
potency and bioavailability and which are characterized in having an imidazole 
or triazole moiety attached to a biphenylmethyl or pyridinyl/phenylmethyl 
moiety. A preferred epoxy-Cree spirolactone -type aldosterone receptor 
antagonist is spironolactone. A preferred combination therapy includes the 
angiotensin 11 receptor antagonist S- [2- [S- I (3, 5-dibutyl-lH-l, 2, 4-tria20l-l- 



yDmethyl] -2-pyridinyllphenyl] >1H> tetrazole and the aldosterone receptor 
antagonist spironolactone. 

RL: BAc (Biological activity or effector, except adverse); BPR (Biological 

process); Bsu (Biological study, unclassified); THU (Therapeutic use); 

BIOL (Biological study); PROC (Process); USES (uses) 

(spironolactone or other epoxy-free spirolactone -type aldosterone 
receptor antagonist in combination with angiotensin II antagonist for 
treatment of circulatory and cardiovascular disorders, including 
congestive heart failure) 

13 94 76-43-0 CAPLUS 

lH-1,2, 4-Triazole-3-acetonitrile, l -butyl -4 , 5-dihydro-5 -oxo-u -propyl - 
4- (12'- (lH-tetrazol-5-yl) 11, 1'-biphenyl) -4-yl)methyl) - (9Ci) (CA INDEX 
NAME) 



CH-Pr-n I N 
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epoxy-sLeroidal aldosterone receptor antagonist and a therapeutically- 
effective amount of an angiotensin II receptor antagonist is described for 
treatment of circulatory disorders, including cardiovascular disorders, e.g. 
hypertension and congestive heart failure. Preferred angiotensin II receptor 
antagonists are those compds. having high potency and bioavailability and 
which are characterized in having an imidazole or triazole moiety attached to 
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AB A therapeutic method is described for treating cardiof ibroais or cardiac 
hypertrophy using a combination therapy comprising a therapeutically- 
effective amount of an epoxy-free spirolactone-type aldosterone receptor .• 
antagonist and a therapeutically-eff ective amount of an angiotensin II 
receptor antagonist. Preferred angiotensin II receptor antagonists are those 
compds. having high potency and bioavailability and which are characterized in 
having an imidazole or triazole moiety attached to a biphenylmethyl or 
pyridinyl/phenylmethyl moiety. A preferred epoxy-free spirolactone-type 
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aldosterone receptor antagonist spironolactone. 
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A therapeutic method is described for treating cardiof ibrosis or cardiac 
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therapeutically-effective amount of an angiotensin II receptor antagonist, 
preferred angiotensin II receptor antagonists are those compds. having high 
potency and bioavailability and which are characterized in having an imidazole 
or triazole moiety attached to a biphenylmethyl or pyridinyl/phenylmethyl 
moiety. Preferred epoxy- steroidal aldosterone receptor antagonists are 20- 
spiroxane steroidal compds. characterized by the presence of a 9a, 11a- 
substituted epoxy moiety. A preferred combination therapy includes the 
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AB 3-Amino-5- (2-benzothia2olyl) -1,2,4-triazoles (I, R » H, Me, Et. allyl) and the 
3-methylthio analogs (II, R ■ alkyl, allyl, Ph) are prepared from 2- 
benzothiazolecarbohydrazide (III). Ill is treated'with RNHC(SMe) tNH and the 
products cyclized by NaOH to give I. The reaction products of III with RNCS 
. are cyclized, and the products treated with Mel to give II. The 
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AB 3-Aryl-4-al)tyl- , 3,4-diaryl-, and 3-aryl-4-heterocyclic- 5-hydroxy- 1 , 2 , 4 - 
triazoles, e.g. I, were prepared by the oxidative cyclization of the 
corresponding 4-substituted semicarbazones with K3Fe(CN}6 and al)tali. Some 3- 
methyl-4-substituted-5-hydroxy-B-triazoles, when condensed with anisaldehyde, 
gave the corresponding styryl deriva., the trans -ethylenic configuration of 
which was established by their absorption in the 960-85 cm-1 region. 
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CN 4H-1, 2,4-Triazol-3-ol , 4-benzyl-S- (p-nicrophenyl) - (6C1) (CA INDEX NAME) 
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CN 4H-l,2,4-Triazol-3-ol, 4-benzyl-5- (m-nitrophenyl) - (8CI> (CA INDEX NAME) 
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>> log hold 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 106.94 290.69 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 

ENTRY SESSION 

CA SUBSCRIBER PRICE -16.00 -16.00 
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